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Chapter 4:
Etiology of Breast Cancer: NCI’s Investment 
and Recent Progress
Research into both the most relevant environmental factors underlying breast cancer and the potential 
inherited susceptibility factors offers a new opportunity for understanding breast cancer risk. Charting 
the Course: Priorities for Breast Cancer Research

Recent research has identified genetic mutations, lifestyle factors, environmental and occupational exposures, and personal 
susceptibility factors that appear to be associated with the development of breast cancer. To learn more about the role of genes 
and gene-environment interactions in the etiology of cancer, NCI is sponsoring the Consortium of Cohorts, which recently 
began pooling data and biospecimens from ten large cohorts (including the Nurses’ Health Study and the Women’s Health 
Study). The Breast and Ovarian Cancer Family Registries collect information and laboratory specimens from 9,000 families 
with a history of breast and/or ovarian cancer to support research on genetic and environmental susceptibility for these 
cancers. NCI is also sponsoring the Long Island Breast Cancer Study Project, a multistudy effort to investigate the role of 
environmental factors in breast cancer in two New York counties.

In its 1998 report, the Breast Cancer PRG identified six priority questions and opportunities that deal with important topics 
in breast cancer etiology research. These priorities address the need to: identify intermediate markers to help advance our 
understanding of breast carcinogenesis, ascertain gene-environment interactions, determine which factors influence disease 
progression, find approaches to expand our knowledge of breast cancer etiology, consider etiologically distinct components of 
breast cancer, and determine the role of dietary factors in breast carcinogenesis.

The NCI has been responsive to the PRG priorities related to breast cancer etiology. Research has recently assessed the breast 
cancer risk of women with mutations in the breast and ovarian cancer susceptibility genes BRCA1 and BRCA2 who are not 
from multiple-case families. Other genetic mutations have been identified that may also increase a woman’s susceptibility 
to breast cancer. In addition, researchers have determined that several environmental toxins and lifestyle factors (including 
hormone replacement therapy use, exercise, and working at night) appear to be associated with breast cancer risk.

NCI’s Investment and 
Response
From fiscal year 1998 to 2003, NCI’s extramural 
investment in breast cancer etiology research increased 
from $75.3 million to $107.2 million (Figure 4-1). This 
increase corresponds to increases in the number of projects 
that are responsive to the six Breast Cancer PRG research 
priorities for etiology.

NCI’s response to the six Breast Cancer PRG priority 
research questions for etiology is summarized in Table 4-1.1

Figure 4-1. NCI’s extramural investment in 
breast cancer etiology research: 1998-2003 

(in millions of dollars)

1 A given project may map to more than one PRG priority and therefore be represented in more than one figure. Projects active in 2003 are listed in Appendix B (Tables B-7 
to B-13) by Principal Investigator’s name for each PRG priority.

0

20

40

60

80

100

120

1998 1999 2000 2001 2002 2003

Fiscal Year

Millions of Dollars



October 2004                              NCI Breast Cancer Progress Report

4-2 Chapter 4: Etiology

Report of the Breast Cancer Progress Review Group October 2004

4-3Chapter 4: Etiology

Table 4-1. NCI Efforts Responsive to PRG Priorities and Opportunities in Etiologya

PRG Priority:

What types of intermediate markers would 
be useful to advance our understanding of 
mechanisms involved in breast carcinogenesis?

NCI Efforts:

■ In FY003, examples of active areas of 
investigation included genes as potential 
markers of accelerated cellular senescence, 
secreted proteins as breast cancer 
prevention markers, the signaling pathways by which heregulin regulates the expression and activation of the urokinase 
plasminogen activator (uPA)/uPA receptor system, and the relationships between breast cancer incidence and plasma 
levels of premenopausal hormones.

■ NCI initiatives addressing this priority included the Cancer Genome Anatomy Project (CGAP), Cancer Molecular 
Analysis Project (CMAP), Cancer Research Small Grant Program, Cooperative Human Tissue Network (CHTN), and 
Director’s Challenge: Toward a Molecular Classification of Cancer.

PRG Priority:

What are the best approaches to understanding gene-
environment interactions?b

NCI Efforts:

■ In fiscal year 2003, examples of active areas of 
investigation included inter-individual variations 
in cancer risk defined by allele variant genes and 
environmental and endogenous risk factors; models of 
cancer that take into account genetic predisposition 
(BRCA 1/2 status), reproductive history, and 
exposure to hormones; the interaction between tobacco smoke and NAT2 or COMT genetic polymorphisms; genetic 
polymorphisms in the genes related to tamoxifen and estrogen bioavailability; and the effect of the timing of dietary 
factors on mammary tumorigenesis and the mechanisms mediating these associations.

■ Examples of clinical trials addressing these priorities included the following:

◆ Comparative Genetic Study of Susceptibility Genotypes and Protein Expression in Healthy Women, Women at 
High Risk for Breast Cancer, and Women With Breast Cancer (NCI-00-C-0079)

◆ Study of Clinical, Genetic, Behavioral, Laboratory, and Epidemiologic Characteristics of Individuals and Families at 
High Risk of Breast or Ovarian Cancer (NCI-02-C-0212)
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a. Some of the original PRG priorities are addressed jointly in Table 4-1 because these priorities address partially overlapping issues and they are relevant to many 
of the same research projects and initiatives.

b. This priority merges the two original PRG priorities: “What are the best approaches to understanding gene-environment interactions?” from the Etiology 
section and “Do any life experiences, behaviors, or environmental exposures influence breast cancer risk among women with inherited mutations in major 
predisposing genes?” from the Genetics section in the original Breast Cancer PRG report.

http://www.cancer.gov/search/viewclinicaltrials.aspx?version=healthprofessional&cdrid=68814
http://www.cancer.gov/search/viewclinicaltrials.aspx?version=healthprofessional&cdrid=256907
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■ NCI initiatives addressing this priority included Breast and Ovarian Cancer Family Registries (CFRs) and Cancer 
Genetics Network (CGN).

PRG Priority:

What factors influence disease progression?

NCI Efforts:

■ In FY2003, examples of active areas of 
investigation included the association between 
recurrence of breast carcinoma in situ and 
modifiable lifestyle factors, post-treatment 
behavioral risk factors for recurrence of secondary 
breast tumors or new primaries, regulation of 
breast cancer growth by activation peptide, and the role of EGF-related peptides in the pathogenesis of breast and 
colon cancer.

■ NCI initiatives addressing this priority included the Breast Cancer Faculty, the Cancer Genome Anatomy Project, and 
Small Grants Program for Cancer Epidemiology.

PRG Priority:

What might be a useful approach to expanding our 
knowledge regarding breast cancer etiology?

NCI Efforts:

■ In FY2003, examples of active areas of 
investigation included reasons for ethnic 
variations in cancer incidence; population-based 
case-control studies to investigate the relationship 
between postmenopausal hormone therapy 
and breast cancer mortality and between lifestyle factors and breast cancer incidence; a training program in cancer 
epidemiology, biostatistics, and environmental health sciences; the use of telomerase in new model systems of human 
cancer; and understanding puberty and environmental factors that may influence puberty, the timing of which is an 
important risk factor for breast cancer.

■ On November 1-5, 2003, NCI co-sponsored the 24th Congress of the International Association for Breast Cancer 
Research—Advances in Human Breast Cancer Research: Preclinical Models, as well as a workshop on Genomic and 
Proteomic Technological Advances in Cancer Research.

■ NCI initiatives addressing this priority included 
the Breast and Ovarian Cancer Family Registries, 
Cancer Genetics Network, Cancer Molecular 
Analysis Project, Cooperative Human Tissue 
Network, and NCI Cohort Consortium.

PRG Priority:

Are there etiologically distinct components of breast 
cancer that it would be useful to consider?
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http://calendar.cancer.gov/cgi-bin/event?140982
http://calendar.cancer.gov/cgi-bin/event?140982
http://calendar.cancer.gov/cgi-bin/event?132860
http://calendar.cancer.gov/cgi-bin/event?132860
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NCI Efforts:

■ In FY2003, examples of active areas of investigation included the function of Her4 as a potential differentiation factor 
in human breast cancer, pregnancy hormone levels affecting breast differentiation and proliferation in women with 
different levels of breast cancer risk, and the metabolic factors of obesity/weight changes and indicators of insulin 
status as they relate to breast and endometrial cancers.

■ On November 1-5, 2003, NCI cosponsored the 24th Congress of the International Association for Breast Cancer 
Research—Advances in Human Breast Cancer Research: Preclinical Models, as well as a workshop on Genomic and 
Proteomic Technological Advances in Cancer Research.

■ NCI initiatives addressing this priority included the Breast SPOREs, Cancer Molecular Analysis Project, Director’s 
Challenge: Toward a Molecular Classification of Tumors, and NCI Cohort Consortium.

PRG Priority:

What types of studies should be pursued to 
advance our understanding of the role of dietary 
factors in breast carcinogenesis?

NCI Efforts:

■ In FY2003, examples of active areas of 
investigation included the relationship 
between energy balance and cancer risk in 
African-American women, the association 
between dietary intake of isothiocyanates 
and d-limonene and risk of breast cancer recurrence, the effects of dietary fat and peroxisome proliferator-activated 
receptor gamma on breast cancer progression, and the ability of high-selenium garlic to suppress the clonal expansion 
of mammary preneoplastic lesions.

■ Examples of clinical trials addressing this priority included the following:

◆ Dietary Intervention in Women at High Risk for Breast Cancer (WSU-H-018296)

◆ Randomized Dietary Intervention Study of a Diet Rich in Vegetables, Fruit, and Fiber and Low in Fat in Women 
With Previously Treated Stage I, II, or III Breast Cancer (UCSD-980919)

◆ Phase II Trial of Dietary Fatty Acids: Roles in Hormonally Mediated Cancers in Normal Premenopausal Women 
(UMN-9509M10234)

■ On October 14-16, 1998, NCI sponsored the 5 A Day International Symposium, whose goals included reviewing the 
scientific link between increased consumption of fruits and vegetables and the reduced risk of disease.

■ NCI initiatives addressing this priority included the Cancer Research Small Grant Program and NCI Cohort 
Consortium.

Additional Breast Cancer Etiology Projects

NCI Efforts:

■ Although cancer health disparities were not addressed by this PRG in its report, several areas of investigation on this 
topic were active in FY2003, including the role of diet on breast cancer in Puerto Rican women; the association of 
breast cancer in black and white women with body size, diabetes, and dietary patterns; nutritional and metabolic 
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http://calendar.cancer.gov/cgi-bin/event?140982
http://calendar.cancer.gov/cgi-bin/event?140982
http://calendar.cancer.gov/cgi-bin/event?132860
http://calendar.cancer.gov/cgi-bin/event?132860
http://www.cancer.gov/search/viewclinicaltrials.aspx?version=healthprofessional&cdrid=65946
http://www.cancer.gov/search/viewclinicaltrials.aspx?version=healthprofessional&cdrid=66920
http://www.cancer.gov/search/viewclinicaltrials.aspx?version=healthprofessional&cdrid=65823
http://calendar.cancer.gov/cgi-bin/event?57822
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determinants of cancer in Asian women; and 
differences between gene and antigen expression 
profiles and mutational events in black and white 
women.

■ In FY2003, other examples of active areas of 
investigation included the role of BRCA1 in 
maintaining genome integrity; the complex stromal/
epithelial interactions involved in the initiation and 
development of breast cancer; and the functional 
analysis of breast cancer susceptibility genes in mice.

The initiatives relevant to research on breast cancer etiology between FY1998 and 2003 include the following list of general 
initiatives that are described in Table 2-12 (Chapter 2) and the category-specific initiatives that are listed and described in Table 
4-2.3

■ Aging Women and Breast Cancer

■ Breast and Ovarian Cancer Family Registries (CFRs)

■ Breast Cancer Faculty

■ Cancer Biomedical Informatics Grid (caBIG)

■ Cancer Centers Program

■ Cancer Genetics Services Directory

■ Cancer Genome Anatomy Project (CGAP) 

■ Cancer Research Small Grant Program

■ Cancer Research Training, Career Development, and Education Opportunities 

■ Clinical Trials Cooperative Group Program 

■ Competing Supplements for Organotypic Models of Cancer

■ Cooperative Breast Cancer Tissue Resource (CBCTR)

■ Cooperative Human Tissue Network (CHTN) 

■ Correlative Studies Using Specimens from Multi-Institutional Treatment Trials

■ Director’s Challenge: Toward a Molecular Classification of Tumors

■ Exploratory Grants for Correlative Laboratory Studies and Clinical Trials

■ Improving DNA, RNA, and Protein Availability in Fixed Tissue 

■ Insight Awards to Stamp Out Breast Cancer

■ Minority Institution/Cancer Center Partnership (MI/CCP) 

■ Molecular Target Drug Discovery for Cancer

2 Initiatives that impact multiple categories of breast cancer research.

3 Initiatives that are unique to this chapter on etiology.
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http://grants1.nih.gov/grants/guide/pa-files/PA-00-001.html
http://epi.grants.cancer.gov/BCFR/index.html
http://ccr.cancer.gov/faculties/faculty.asp?facid=129
http://cabig.nci.nih.gov/
http://www3.cancer.gov/cancercenters/
http://www.cancer.gov/search/genetics_services/
http://cgap.nci.nih.gov/
http://grants.nih.gov/grants/guide/pa-files/PAR-02-176.html
http://cancertraining.nci.nih.gov/
http://ctep.cancer.gov/resources/coop2.html
http://grants.nih.gov/grants/guide/pa-files/PAR-02-052.html
http://www-cbctr.ims.nci.nih.gov/
http://www-chtn.ims.nci.nih.gov
http://grants.nih.gov/grants/guide/pa-files/PA-03-064.html
http://dc.nci.nih.gov
http://grants1.nih.gov/grants/guide/pa-files/PA-98-042.html
http://grants1.nih.gov/grants/guide/pa-files/PAR-00-079.html
http://grants.nih.gov/grants/guide/pa-files/PAR-99-128.html
http://minorityopportunities.nci.nih.gov/institutions/
http://grants.nih.gov/grants/guide/pa-files/PAR-01-045.html
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■ Mouse Models of Human Cancers Consortium

■ NCI Center for Bioinformatics (NCICB) 

■ Shared Pathology Informatics Network (SPIN)

■ Shared Resources for Scientists Outside NCI Cancer Centers 

■ Small Animal Imaging Resource Program (SAIRP) 

■ Small Grants Program for Cancer Epidemiology

■ Southern Community Cohort Study (SCCS) 

■ Specialized Programs of Research Excellence (SPOREs) in Breast Cancer 

■ Specimen Resource Locator

Table 4-2. NCI Initiatives Relevant to Breast Cancer Research: Etiology

Initiatives Focused on Breast Cancer Research

■ Long Island Breast Cancer Study Project (http://epi.grants.cancer.gov/LIBCSP/Overview.html)

◆ Overview: A multistudy effort to investigate whether environmental factors are responsible for breast cancer in 
Suffolk, Nassau, and Schoharie Counties, New York, and in Tolland County, Connecticut.

◆ Relevant Resource Resulting From This Initiative: Findings from the Breast Cancer and the Environment on Long 
Island Study, reported in 2002, found no association between breast cancer and either organochlorine compounds 
such as the pesticide DDT or electromagnetic fields. The study also revealed a small increased risk of developing 
breast cancer in women exposed to polycyclic aromatic hydrocarbons. In this study population, an analysis of 
aspirin and breast cancer risk found that use of this medication was linked to hormone-receptor-positive breast 
cancer but not to hormone-negative breast cancer (Terry et al., 2004). In addition, the NCI developed a health-
related Geographical Information System (LI-GIS), which provides researchers with an advanced tool to investigate 
relationships between breast cancer and the environment and to estimate exposures to environmental contamination 
in Long Island.

■ Breast Cancer and the Environment Research Centers (RFA-ES-03-001)

◆ Overview: This National Institute of Environmental Health Sciences (NIEHS) and NCI jointly supported initiative 
supports four research centers that will work collaboratively on several fronts. Using animals, they will study the 
development of mammary tissue and the effects of specific environmental agents. In the second collaborative 
project, they will enroll different ethnic groups of young girls and study their life exposures to a wide variety of 
environmental, nutritional, and social factors that impact puberty. Early puberty has been shown to increase breast 
cancer risk later in life. All the centers will work with advocacy groups to add their insight and experience to the 
research effort.

◆ Relevant Projects Resulting From This Initiative:

Puberty and Cancer Initiation: Environment Diet and Obesity

Bay Area Breast Cancer and the Environment Research Center

Breast Cancer and the Environment Research Center

Center for Environment and Mammary Gland Development

http://emice.nci.nih.gov/emice/
http://ncicb.nci.nih.gov/
http://spin.nci.nih.gov/
http://grants.nih.gov/grants/guide/pa-files/PAR-99-127.html
http://www3.cancer.gov/dip/sairp.htm
http://epi.grants.cancer.gov/ResPort/grants.html
http://www.southerncommunitystudy.org
http://spores.nci.nih.gov/breast/breast.html
http://pluto3.nci.nih.gov/tissue/default.htm
http://epi.grants.cancer.gov/LIBCSP/Overview.html
http://epi.grants.cancer.gov/LIBCSP/projects/Columbia.html
http://epi.grants.cancer.gov/LIBCSP/projects/Columbia.html
http://www.healthgis-li.com/
http://grants.nih.gov/grants/guide/rfa-files/RFA-ES-03-001.html
http://cancercontrol.cancer.gov/grants/abstract.asp?ApplID=6805149
http://cancercontrol.cancer.gov/grants/abstract.asp?ApplID=6805161
http://cancercontrol.cancer.gov/grants/abstract.asp?ApplID=6805157
http://cancercontrol.cancer.gov/grants/abstract.asp?ApplID=6805167
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■ Regional Variation in Breast Cancer Rates in the U.S. (RFA-CA-98-017)

◆ Overview: Supports interdisciplinary epidemiologic studies to better understand determinants of regional variations 
in breast cancer incidence and mortality rates in the United States.

◆ Relevant Research Projects Resulting From This Initiative: Between 1998 and 2003, five projects relevant to breast 
cancer research were supported through this Request for Applications (RFA). 

Initiatives With Breast Cancer-Relevant Components

■ Cancer Genetics Network (CGN) (http://epi.grants.cancer.gov/CGN)

◆ Overview: A national network of centers specializing in the study of inherited predisposition to cancer.

◆ Relevant Research Projects Resulting From This Initiative: The CGN database contains information from 15,760 
families that have a history of cancer. Data on each enrollee include demographic information, medical history, and 
four-generation family cancer history. Three recent pilot studies addressed issues relevant to breast cancer:

High-Risk Breast Cancer Screening Pilot Study

Validation of BRCA1 and 2 Carrier Probability Models

Genetic and Environmental Modifiers of Penetrance in BRCA1 and BRCA2 Mutation Carriers 

■ Cohort Studies in Cancer Epidemiology (PAS-02-009)

◆ Overview: Coordinates the submission, review, and funding of epidemiologic cohort studies. Cohort studies are well 
suited for the evaluation of gene-gene and gene-environment interactions in a prospective manner.

◆ Relevant Research Projects Resulting From This Program Announcement (PA): Between 1998 and 2003, four 
projects relevant to breast cancer research were supported through this PA. Specific projects can be found in 
Appendix B, Tables B8, B10, and B12, by searching for the PA number.

■ Diet, Lifestyle, and Cancer in U.S. Special Populations (PA-98-028)

◆ Overview: Supports studies to elucidate causes of cancer and means of prevention in African Americans, American 
Indians, Alaska Natives, Asian and Pacific Islanders, Native Hawaiians, Hispanics, and rural, older, low-income, and 
low-literacy groups. These groups experience unusually high cancer incidence and mortality for some cancer sites 
though the environmental and genetic reasons are not well understood.

◆ Relevant Research Projects Resulting From This PA: Between 1998 and 2003, three projects relevant to breast cancer 
research were supported through this PA. Specific projects can be found in Appendix B, Tables B8, B10, and B11, 
by searching for the PA number.

■ Geographic-Based Research in Cancer Control and Epidemiology (PAS-00-120)

◆ Overview: Supports the use of the Atlas of Cancer Mortality in the United States, 1950-1994 to identify the reasons 
for the geographic variation in specific cancers, including the clustering of areas with high or low incidence and/or 
mortality rates.

◆ Relevant Research Projects Resulting From This PA: Between 1998 and 2003, one project relevant to breast cancer 
research was supported through this PA:

A Geographic Information System-Based Workbench to Interpret Cancer Maps

http://grants2.nih.gov/grants/guide/rfa-files/RFA-CA-98-017.html
http://epi.grants.cancer.gov/CGN
http://epi.grants.cancer.gov/CGN/studies/breast.html
http://epi.grants.cancer.gov/CGN/studies/validation.html
http://epi.grants.cancer.gov/CGN/studies/modifiers.html
http://grants2.nih.gov/grants/guide/pa-files/PAS-02-009.html
http://grants2.nih.gov/grants/guide/pa-files/PA-98-028.html
http://grants2.nih.gov/grants/guide/pa-files/PAS-00-120.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=57287


October 2004                              NCI Breast Cancer Progress Report

4-8 Chapter 4: Etiology

Report of the Breast Cancer Progress Review Group October 2004

4-9Chapter 4: Etiology

■ Interdisciplinary Studies in the Genetic Epidemiology of Cancer (RFA-CA-98-018)

◆ Overview: Supports collaborative and interdisciplinary genetic epidemiology investigations designed to identify and 
evaluate the interactions of genetic and epidemiologic risk factors leading to cancer susceptibility in individuals, 
families, and populations and factors influencing the rate of increase with age in cancer susceptibility.

◆ Relevant Research Projects Resulting From This RFA: Between 1998 and 2003, one project relevant to breast cancer 
research was supported through this RFA: 

Breast Cancer, Radiation Exposure, and the ATM Gene

■ NCI Cohort Consortium (http://cancercontrol.cancer.gov/bb/cohort_conso.html)

◆ Overview: Large consortium of investigators pooling information on study participants from multiple studies in an 
effort to understand the interaction between cancer-predisposing genes and environmental factors such as chemicals, 
diet, and pharmacological agents.

◆ Relevant Resources Resulting From This Initiative: High-quality exposure and cancer data from 700,000 individuals 
and their biological specimens will be used for genetic analysis studies. A first “proof of principle” study will focus on 
breast and prostate cancer and seek to identify important gene-environment interactions in hormonal synthesis and 
metabolic pathways.

Ongoing NCI Research: Recent Progress in Breast Cancer 
Etiology
BRCA1 and BRCA2

Mutations in the breast and ovarian cancer susceptibility genes BRCA1 and BRCA2 are observed in a large proportion of 
families in which several members have had breast cancer. As commercial testing for BRCA1 mutations has become accepted, 
more BRCA1 mutation carriers are being identified in cancer risk evaluation programs. Some women in these programs who 
learn that they have these mutations choose to undergo prophylactic mastectomy and/or oophorectomy because of their 
extremely high cancer risk—78% according to one cancer risk evaluation program, in comparison to a lifetime risk estimate of 
13% for all women (Brose et al., 2002; Ries et al., 2004). Research has recently addressed the breast cancer risk of women with 
mutations in BRCA1 or BRCA2 who are not from multiple-case families.

One study found that Ashkenazi Jewish women who inherited mutations in the BRCA1 and BRCA2 genes had an 82% 
lifetime risk of breast cancer—similar to that of women in families with many breast cancer cases (King et al., 2003). Another 
study showed that women who carry BRCA1 mutations have a higher average risk of breast cancer (65%) than BRCA2 carriers 
(45%), but this difference decreases after age 50 (Antoniou et al., 2003). For women with BRCA1 mutations, those identified 
who are referred to or seek counseling at cancer risk evaluation clinics have a higher risk of breast cancer (73%) than women in 
population-based studies (35%-50%) and a lower risk than women from multiple-case families (Brose et al., 2002).

Research is also addressing behavioral modifiers of breast cancer risk among BRCA1 and BRCA2 carriers. One study found 
that taking oral contraceptives was not associated with an increased risk of breast cancer among BRCA2 mutation carriers. But 
BRCA1 mutation carriers who had ever used oral contraceptives—especially if they had used them for more than 5 years or 
before age 30—had an increased risk of developing early-onset breast cancer (Narod et al., 2002). Although previous research 
indicated that smoking increased the risk of developing hereditary breast cancer, a recent study found no significant impact on 
breast cancer risk in BRCA1 or BRCA2 carriers who were current or previous smokers (Ghadirian et al., 2004).

http://grants2.nih.gov/grants/guide/rfa-files/RFA-CA-98-018.html
http://researchportfolio.cancer.gov/cgi-bin/abstract.pl?ProjectID=59070
http://cancercontrol.cancer.gov/bb/cohort_conso.html
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Other Breast Cancer Susceptibility Genes

BRCA1 and BRCA2 gene mutations can increase breast cancer risk substantially, but these mutations are rare and explain 
only a small proportion of the clustering of breast cancer in certain families. According to recent research, only 5%-10% of 
breast cancers diagnosed in women younger than 40 years can be attributed to mutations in these genes (Dite et al., 2003). 
Researchers are therefore studying other candidate susceptibility genes.

One possibility is CHEK2, a gene that encodes a cell-cycle checkpoint kinase that is implicated in DNA repair processes 
involving BRCA1 and p53. Researchers have found that a variant of CHEK2, CHEK2(*)1100delC, is found in 1.1% of 
healthy individuals, 5.1% of individuals with breast cancer from families that do not carry mutations in BRCA1 or BRCA2, 
and 13% of individuals from families with male breast cancer. The investigators estimate that this variant increases breast 
cancer risk about twofold in women and tenfold in men, although it does not increase risk in carriers of BRCA1 or BRCA2 
mutations (Meijers-Heijboer et al., 2002).

Another potential susceptibility gene is the ATM gene, which is mutated in ataxia-telangiectasia. One analysis found two ATM 
mutations (IVS10–6T®G and T7271G) in 4% of families with multiple breast cancer cases that did not carry the BRCA1 or 
BRCA2 mutations. The risk associated with these mutations was strong enough for them to cause multiple cases in families 
(Chenevix-Trench et al., 2002). Another study found several variants of ATM in families with a history of breast cancer, 
ovarian cancer, or both, but not in families with no history of breast cancer (Thorstenson et al., 2003).

Other genes that may play a role in influencing breast cancer risk independently or together with other environmental, 
behavioral, or endogenous factors include those involved in estrogen synthesis, such as CYP19 (Han et al., 2004), and DNA 
repair, such as members of the XRCC gene family (Haiman et al., 2003).

Environmental Influences

Several environmental pollutants have been hypothesized to be involved in the development of breast cancer. The Long 
Island Breast Cancer Study Project is a federally mandated, population-based case-control study sponsored in part by NCI 
to determine whether breast cancer risk among women in Nassau and Suffolk Counties, New York, is associated with certain 
environmental exposures.

The Long Island investigators found little evidence of an increased risk of breast cancer from exposure to organochlorines, 
including the pesticide DDT and the industrial chemical PCBs, based on assessments of the levels of these chemicals in blood 
(Gammon et al., 2002b). In addition, analysis of extensive electromagnetic field exposure measurements in this population 
yielded evidence that electromagnetic field exposure was not a risk factor for breast cancer (Schoenfeld et al., 2003). The Long 
Island Study researchers also investigated the association between polycyclic aromatic hydrocarbon (PAH) compounds—some 
of which have been categorized by the Environmental Protection Agency as probable or possible human carcinogens—and 
breast cancer risk. Major sources of human exposure to PAH compounds include combustion products of fossil fuels and 
cigarette smoking, as well as grilled and smoked foods. The investigators found that women with high PAH-DNA adduct levels 
had a 50% higher risk of breast cancer than women with lower adduct levels, although they observed no dose-response effect 
(Gammon et al., 2002a).

Behavioral Factors

Millions of women in the United States have taken hormone replacement therapy (HRT) to relieve menopausal symptoms and 
prevent chronic diseases, including heart disease and osteoporosis. But recent research has shown that the benefits of HRT are 
limited to management of menopausal symptoms and the prevention of osteoporosis and colorectal cancer. However, results of 
the Women’s Health Initiative trial of combined estrogen and progestin showed that overall health risks exceed these benefits. 
The study showed that relatively short-term use of combined estrogen and progestin increases the risk of cardiovascular disease, 
blood clots, and breast cancer and that these cancers are more likely to be diagnosed at more advanced stages in women using 
the therapy than in women not using the therapy (Chlebowski et al., 2003). Another study showed that women who take 
combined estrogen and progestin regimens increase their risk of breast cancer each year by about twice as much as women who 
take estrogen alone (Newcomb et al., 2002).
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Obesity is a known risk factor for breast cancer. Recent research has shown that heavier postmenopausal women (body mass 
index [BMI] >31), especially postmenopausal women under the age of 65, have more than twice the breast cancer risk of 
slimmer women (BMI <23). Changes in BMI and weight since age 18 were also found to be associated with breast cancer. 
Some studies suggest that obesity is a risk factor only among women who have never taken HRT (Morimoto et al., 2002). 
Other investigators have shown that women can reduce their breast cancer risk through exercise. Sustained activity throughout 
life, and especially activity after menopause, can reduce the risk of breast cancer substantially (Friedenreich et al., 2001).

Endogenous Factors

Some potentially important new predictors of risk have been identified through the prospective Nurses’ Health Study. 
Researchers have identified a positive relationship between levels of circulating insulin-like growth factor and breast cancer risk 
in premenopausal women (Hankinson et al., 1998). An association has also been found between plasma prolactin, a hormone 
that is essential for mammary gland development and lactation, and breast cancer risk. Women with high levels of prolactin 
have about twice the breast cancer risk of women with low levels of the hormone (Hankinson et al., 1999). Levels of another 
hormone, melatonin, may have an impact on breast cancer risk. Melatonin serum levels decrease when people are exposed to 
light at night. When researchers tested nurses who work night shifts, they found that women who worked on rotating night 
shifts had a greater risk of breast cancer than those who never worked these shifts; these risks were highest in women who had 
worked night shifts for 30 or more years (Schernhammer et al., 2001).

Continuing Needs and Evolution
A promising direction of genetics research is to develop prevention, screening, and prognostic applications; however, progress 
in understanding how genes and specific genotype patterns affect risk for breast cancer has been limited by the design and 
size of genetic studies. For some of the genes that appear to be associated with the risk of breast cancer development or 
progression, the small scale of the studies has led to contradictory results among different research groups. Large-scale, multi-
institutional studies are now being conducted to validate the association and causation of putative susceptibility genes with 
breast cancer risk, incorporating advanced genomic analyses by haplotyping and genomic scans to address the complexities of 
genetic and environmental interrelationships. Genetic etiology studies are collecting and analyzing data on other lifestyle and 
environmental factors to identify linkages between certain genes and the environment. The development of nationwide and 
international cohorts requires a standardized mechanism for collecting, analyzing, and reporting data and enhanced resources 
to support these studies.

There is a continuing need to improve the estimates of the magnitude of risk associated with BRCA1 and certain other 
mutations. While these genes are clearly important, there are a number of different mutations involved, and the risk estimates 
for developing breast cancer vary widely—in part because of differences in study designs. Women who consider being tested 
for mutations in these genes need to make decisions based on the best possible estimates of risk, as being tested has profound 
implications for both the women who are tested and their family members in terms of quality of life and medical decisions 
regarding the potential use of preventive measures (e.g., chemoprevention or surgical procedures).

A better understanding is needed of the role of endogenous hormones—especially hormones that have not been well studied 
with respect to breast cancer, such as prolactin and progesterone. It is also important to understand exogenous and lifestyle 
factors that contribute to endogenous hormone levels. Techniques are needed to better measure hormones, understand their 
interrelationships, and clarify how peripheral measurement of hormones is related to local production in breast tissue. Such 
information may be useful in further developing chemopreventive approaches given evidence showing that tamoxifen has 
protective effects against the development of breast cancer.



October 2004 Report of the Breast Cancer Progress Review Group

4-10 Chapter 4: Etiology

NCI Breast Cancer Progress Report October 2004

4-11Chapter 4: Etiology

NCI-Supported Research Referenced in Chapter 4
Antoniou A, Pharoah PD, Narod S, Risch HA, Eyfjord JE, Hopper JL, Loman N, Olsson H, Johannsson O, Borg A, Pasini B, 
Radice P, Manoukian S, Eccles DM, Tang N, Olah E, Anton-Culver H, Warner E, Lubinski J, Gronwald J, Gorski B, Tulinius 
H, Thorlacius S, Eerola H, Nevanlinna H, Syrjakoski K, Kallioniemi OP, Thompson D, Evans C, Peto J, Lalloo F, Evans DG, 
Easton DF. Average risks of breast and ovarian cancer associated with BRCA1 or BRCA2 mutations detected in case series 
unselected for family history: a combined analysis of 22 studies. Am J Hum Genet. 2003 May;72(5):1117-1130.

Brose MS, Rebbeck TR, Calzone KA, Stopfer JE, Nathanson KL, Weber BL. Cancer risk estimates for BRCA1 mutation 
carriers identified in a risk evaluation program. JNCI. 2002 Sep 18;94(18):1365-1372.

Chenevix-Trench G, Spurdle AB, Gatei M, Kelly H, Marsh A, Chen X, Donn K, Cummings M, Nyholt D, Jenkins MA, 
Scott C, Pupo GM, Dork T, Bendix R, Kirk J, Tucker K, McCredie MR, Hopper JL, Sambrook J, Mann GJ, Khanna KK. 
Dominant negative ATM mutations in breast cancer families. JNCI. 2002 Feb 6;94(3):205-215.

Chlebowski RT, Hendrix SL, Langer RD, Stefanick ML, Gass M, Lane D, Rodabough RJ, Gilligan MA, Cyr MG, Thomson 
CA, Khandekar J, Petrovitch H, McTiernan A; WHI Investigators. Influence of estrogen plus progestin on breast cancer 
and mammography in healthy postmenopausal women: the Women’s Health Initiative Randomized Trial. JAMA. 2003 Jun 
25;289(24):3243-3253.

Dite GS, Jenkins MA, Southey MC, Hocking JS, Giles GG, McCredie MR, Venter DJ, Hopper JL. McCredie MRE, enter 
DJ, Hopper JL. Familial risks, early-onset breast cancer, and BRCA1 and BRCA2 germline mutations. JNCI. 2003 Mar 
19;95(6);448-457.

Friedenreich CM, Courneya KS, Bryant HE. Influence of physical activity in different age and life periods on the risk of breast 
cancer. Epidemiology. 2001 Nov;12(6):604-612.

Gammon MD, Santella RM, Neugut AI, Eng SM, Teitelbaum SL, Paykin A, Levin B, Terry MB, Young TL, Wang LW, Wang 
Q, Britton JA, Wolff MS, Stellman SD, Hatch M, Kabat GC, Senie R, Garbowski G, Maffeo C, Montalvan P, Berkowitz G, 
Kemeny M, Citron M, Schnabel F, Schuss A, Hajdu S, Vinceguerra V. Environmental toxins and breast cancer on Long Island. 
I. Polycyclic aromatic hydrocarbon DNA adducts. Cancer Epidemiol Biomarkers Prev. 2002a Aug;11(8):677-685.

Gammon MD, Wolff MS, Neugut AI, Eng SM, Teitelbaum SL, Britton JA, Terry MB, Levin B, Stellman SD, Kabat GC, 
Hatch M, Senie R, Berkowitz G, Bradlow HL, Garbowski G, Maffeo C, Montalvan P, Kemeny M, Citron M, Schnabel F, 
Schuss A, Hajdu S, Vinceguerra V, Niguidula N, Ireland K, Santella RM. Environmental toxins and breast cancer on Long 
Island. II. Organochlorine compound levels in blood. Cancer Epidemiol Biomarkers Prev. 2002b Aug;11(8):686-697.

Ghadirian P, Lubinski J, Lynch H, Neuhausen SL, Weber B, Isaacs C, Baruch RG, Randall S, Ainsworth P, Freidman E, 
Horsman D, Tonin P, Foulkes WD, Tung N, Sun P, Narod SA. Smoking and the risk of breast cancer among carriers of BRCA 
mutations. Int J Cancer. 2004 Jun 20;110(3):413-416.

Haiman CA, Stram DO, Pike MC, Kolonel LN, Burtt NP, Altshuler D, Hirschhorn J, Henderson BE. A comprehensive 
haplotype analysis of CYP19 and breast cancer risk: the Multiethnic Cohort. Hum Mol Genet. 2003 Oct 15;12(20):2679-
2692. Epub 2003 Aug 27.

Han J, Hankinson SE, Zhang SM, De Vivo I, Hunter DJ. Interaction between genetic variations in DNA repair genes and 
plasma folate on breast cancer risk. Cancer Epidemiol Biomarkers Prev. 2004 Apr;13(4):520-524.

Hankinson SE, Willett WC, Colditz GA, Hunter DJ, Michaud DS, Deroo B, Rosner B, Speizer FE, Pollak M. Circulating 
concentrations of insulin-like growth factor-I and risk of breast cancer. Lancet. 1998 May 9;351(9113);1393-1396.

Hankinson SE, Willett WC, Michaud DS, Manson JE, Colditz GA, Longcope C, Rosner B, Speizer FE. Plasma prolactin 
levels and subsequent risk of breast cancer in postmenopausal women. JNCI. 1999 Apr 7;91:629-634.

King MC, Marks JH, Mandell JB; New York Breast Cancer Study Group. Breast and ovarian cancer risks due to inherited 
mutations in BRCA1 and BRCA2. Science. 2003 Oct 24;302(5645):643-646.

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=pubmed&dopt=Abstract&list_uids=12677558
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=pubmed&dopt=Abstract&list_uids=12677558
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=pubmed&dopt=Abstract&list_uids=12677558
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=pubmed&dopt=Abstract&list_uids=12677558
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=pubmed&dopt=Abstract&list_uids=12237282
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=pubmed&dopt=Abstract&list_uids=11830610
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=pubmed&dopt=Abstract&list_uids=11830610
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=pubmed&dopt=Abstract&list_uids=12824205
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=pubmed&dopt=Abstract&list_uids=12824205
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=pubmed&dopt=Abstract&list_uids=12644538
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=pubmed&dopt=Abstract&list_uids=11679785
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=pubmed&dopt=Abstract&list_uids=12163319
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=pubmed&dopt=Abstract&list_uids=12163319
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=pubmed&dopt=Abstract&list_uids=12163319
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=pubmed&dopt=Abstract&list_uids=12163320
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=pubmed&dopt=Abstract&list_uids=12163320
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=pubmed&dopt=Abstract&list_uids=12163320
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=pubmed&dopt=Abstract&list_uids=15095307
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=pubmed&dopt=Abstract&list_uids=15095307
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=pubmed&dopt=Abstract&list_uids=12944421
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=pubmed&dopt=Abstract&list_uids=15066914
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=pubmed&dopt=Abstract&list_uids=9593409
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=pubmed&dopt=Abstract&list_uids=10203283
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=pubmed&dopt=Abstract&list_uids=14576434


October 2004                              NCI Breast Cancer Progress Report

4-12 Chapter 4: Etiology

Meijers-Heijboer H, van den Ouweland A, Klijn J, Wasielewski M, de Snoo A, Oldenburg R, Hollestelle A, Houben M, 
Crepin E, van Veghel-Plandsoen M, Elstrodt F, van Duijn C, Bartels C, Meijers C, Schutte M, McGuffog L, Thompson D, 
Easton D, Sodha N, Seal S, Barfoot R, Mangion J, Chang-Claude J, Eccles D, Eeles R, Evans DG, Houlston R, Murday 
V, Narod S, Peretz T, Peto J, Phelan C, Zhang HX, Szabo C, Devilee P, Goldgar D, Futreal PA, Nathanson KL, Weber 
B, Rahman N, Stratton MR. CHEK2-Breast Cancer Consortium. Low-penetrance susceptibility to breast cancer due to 
CHEK2(*)1100delC in noncarriers of BRCA1 or BRCA2 mutations. Nat Genet. 2002 May;31(1):55-59.

Morimoto LM, White E, Chen Z, Chlebowski RT, Hays J, Kuller L, Lopez AM, Manson J, Margolis KL, Muti PC, Stefanick 
ML, McTiernan A. Obesity, body size, and risk of postmenopausal breast cancer: the Women’s Health Initiative (United 
States). Cancer Causes Control. 2002 Oct;13(8):741-751.

Narod SA, Dube MP, Klijn J, Lubinski J, Lynch HT, Ghadirian P, Provencher D, Heimdal K, Moller P, Robson M, Offit K, 
Isaacs C, Weber B, Friedman E, Gershoni-Baruch R, Rennert G, Pasini B, Wagner T, Daly M, Garber JE, Neuhausen SL, 
Ainsworth P, Olsson H, Evans G, Osborne M, Couch F, Foulkes WD, Warner E, Kim-Sing C, Olopade O, Tung N, Saal HM, 
Weitzel J, Merajver S, Gauthier-Villars M, Jernstrom H, Sun P, Brunet JS. Oral contraceptives and the risk of breast cancer in 
BRCA1 and BRCA2 mutation carriers. JNCI. 2002 Dec 4;94(23):1773-1779.

Newcomb PA, Titus-Ernstoff L, Egan KM, Trentham-Dietz A, Baron JA, Storer BE, Willett WC, Stampfer MJ. 
Postmenopausal estrogen and progestin use in relation to breast cancer risk. Cancer Epidemiol Biomarkers Prev. 2002 
Jul;11(7):593-600.

Ries LAG, Eisner MP, Kosary CL, Hankey BF, Miller BA, Clegg L, Mariotto A, Feuer EJ, Edwards BK. SEER Cancer Statistics 
Review, 1975-2001. Bethesda, MD: National Cancer Institute, 2004. Available at: http://seer.cancer.gov/csr/1975_2001.

Schernhammer ES, Laden F, Speizer FE, Willett WC, Hunter DJ, Kawachi I, Colditz GA. Rotating night shifts and risk of 
breast cancer in women participating in the Nurses’ Health Study. JNCI. 2001 Oct 17;93(20):1563-1568.

Schoenfeld ER, O’Leary ES, Henderson K, Grimson R, Kabat GC, Ahnn S, Kaune WT, Gammon MD, Leske MC; EBCLIS 
Group. Electromagnetic fields and breast cancer on Long Island: a case-control study. Am J Epidemiol. 2003 Jul 1;158(1):47-
58.

Terry MB, Gammon MD, Zhang FF, Tawfik H, Teitelbaum SL, Britton JA, Subbaramaiah K, Dannenberg AJ, Neugut AI. 
Association of frequency and duration of aspirin use and hormone receptor status with breast cancer risk. JAMA. 2004 May 
26;291(20):2433-2440.

Thorstenson YR, Roxas A, Kroiss R, Jenkins MA, Yu KM, Bachrich T, Muhr D, Wayne TL, Chu G, Davis RW, Wagner TM, 
Oefner PJ. Contributions of ATM mutations to familial breast and ovarian cancer. Cancer Res. 2003 Jun 15;63(12):3325-
3333.

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=pubmed&dopt=Abstract&list_uids=11967536
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=pubmed&dopt=Abstract&list_uids=11967536
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=pubmed&dopt=Abstract&list_uids=11967536
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=pubmed&dopt=Abstract&list_uids=11967536
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=pubmed&dopt=Abstract&list_uids=11967536
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=pubmed&dopt=Abstract&list_uids=12420953
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=pubmed&dopt=Abstract&list_uids=12420953
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=pubmed&dopt=Abstract&list_uids=12464649
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=pubmed&dopt=Abstract&list_uids=12464649
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=pubmed&dopt=Abstract&list_uids=12464649
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=pubmed&dopt=Abstract&list_uids=12464649
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=pubmed&dopt=Abstract&list_uids=12101105
http://seer.cancer.gov/csr/1975_2001
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=pubmed&dopt=Abstract&list_uids=11604480
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=pubmed&dopt=Abstract&list_uids=12835286
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=pubmed&dopt=Abstract&list_uids=12835286
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=pubmed&dopt=Abstract&list_uids=15161893
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=pubmed&dopt=Abstract&list_uids=12810666
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=pubmed&dopt=Abstract&list_uids=12810666



